Introduction {#s0005}
============

The role of the adaptive immune system is to protect the organism. Potential pathogens are either eliminated or isolated, and endogenous mechanisms of repair are promoted. Complex disorders arise when the adaptive immune systems target the self, resulting in autoimmune disease. By definition autoimmunity is systemic and will, in a proportion of patients, affect structures relevant to vision.

The anatomic basis for patterns of visual loss {#s0010}
==============================================

About two-thirds of the human brain is involved in processing visual information. Each eye has about 100 million photoreceptors ([Fig. 20.1](#f0005){ref-type="fig"} , top row). The flow of information starts with the conversion of photons to an analogue signal in the retinal photoreceptors, and this is then converted by the bipolar cells of the inner nuclear layer ([Fig. 20.1](#f0005){ref-type="fig"}, third row) into a digital signal coding for approximately 12 parallel information streams ([@bb0545]). This represents the first stage in the parallel analysis of the many submodalities of the visual image (contrast, motion, color, etc.). The size of retinal ganglion cells is minuscule -- about 1% of the volume of a pyramidal cell in the hippocampus or cortex ([@bb0545]). Each retinal ganglion cell generates the visual signal along a "hard-wired" pathway to the primary visual cortex, also known as striate cortex or V1 ([@bb0020]). This "hard-wired" pathway is the anatomic basis of what is known as the retinotopic (point-to-point) projection of the retina, and hence the basis for the visual field in the visual cortex ([Table 20.1](#t0005){ref-type="table"} ) ([@bb0365]). There are also less numerous, but nonetheless significant, projections to other visual cortical areas (such as V5 involved in motion processing) and the tectum (involved in pupillary reflexes). There is, therefore, an ample substrate for differential effects of immune processes on parallel pathways of processing within a single anatomically defined structure such as the retina, optic nerve, or visual cortex. Selective deficits of color vision, motion perception, and other modalities are all potential manifestations of autoimmune-mediated dysfunction.Fig. 20.1The major cell types of a typical mammalian retina. From the top row to the bottom, photoreceptors, horizontal cells, bipolar cells, amacrine cells, and ganglion cells. For steric reasons, only a subset of the wide-field amacrine cells is shown.(Reprinted from [@bb0540] with permission from Macmillan Publishers (Nature Neuroscience)).Table 20.1Definition of terms used in visual sciencesTermDefinitionHard-wiredIn human vision the first-, second-, and third-order neurons and their axons are hard-wired into the human brain and transmit analogue and digital signals. This hard-wired single pathway enables the retinotopic map of the human visual cortex. There is no (or very little) potential for plasticity in the strict definition of this single pathway model ([@bb0020])Analogue signalThe analogue signal produced by the photoreceptors is continuous. The signal intensity varies over time depending on the light-induced metabolism of opsins. Therefore the variation of the signal carries information on light entering the eye ([Fig. 20.2](#f0010){ref-type="fig"}). The analogue signal of the photoreceptors is converted by retinal bipolar cells into a digital signal as required for higher-level visual network processingDigital signalThe digital signal of the hard-wired visual pathway is sampled from the analogue signal fed into retinal bipolar cells by photoreceptors. The digital signal consists of a series of action potentials. The information of the digital signal is encoded in the time frequency of these action potentialsRetinotopicA topographic map where adjacent locations on the retina are represented by adjacent neurons in the dorsal lateral geniculate nucleus and V1.Rayleigh criterionThe minimum resolvable detail according to the generally accepted physical definition, diffraction limitation. Simplified, the limitation of image resolution relates to the order of wavelength of the wave used to image it. For example, the Rayleigh criterion for a wavelength of 500 nm and a circular pupil opening of 5 mm is: $\theta_{R} = 1.22\times\frac{\lambda}{d} = \frac{1.22\times 5\times 10^{- 5}\ \mathit{cm}}{0.5\ \mathit{cm}} = 1.22\times 10^{- 4}\ \mathit{rad}$. Put into relation, a Snellen acuity of 6/6 (UK notation, 20/20 US notation) corresponds to a resolution limitation of *θ* = 5 × 10^--4^*rad* in most subjects. Under optimal circumstances a visual acuity of *θ* = 2 × 10^--4^*rad* might be achieved. Essentially, visual acuity depends on the anatomic spacing of sensory neurons in the retina and the wavelengths of the light entering the eyeVernier acuityThe human visual cortex can make spatial distinctions with a precision which is about 10 times better than visual acuity. This so-called hyperacuity depends on sophisticated information processing in the visual human brain. Vernier acuity represents the quintessential example of hyperacuity where the alignment of two edges or lines can be judged with a better precision than predicted by visual acuity. Clinically, the assessment of, for example, normal stereopsis relies on hyperacuity

In more detail, in humans, each retina gives rise to about 1 158 000 retinal ganglion cell axons entering the optic nerve ([@bb0405]). The axons of the optic nerve partially decussate (50% project contralaterally) in the chiasm. The retinal ganglion cell is the first-order neuron and synapses with the second-order neuron in the dorsal lateral geniculate nucleus, where visual processing continues ([@bb0730]). Finally, the retinotopic projections from these second-order neurons result in a retinotopic map and functional architecture of V1 ([@bb0370]). The visual pathways projecting from the retina to V1 are shown in [Figure 20.2](#f0010){ref-type="fig"} . The primary visual cortex itself is an early stage of cortical visual processing ([@bb0880]). Beyond V1 are multiple extrastriate visual areas which are involved in further information processing ([@bb0810], [@bb0030]).Fig. 20.2(**A**) Graphic representation of the visual pathways in the human brain. (**B**) The eye optimizes transmission of light to specialist cell layers of the retina. (**C**) Light is converted by the photoreceptors into action potentials. A digitally coded electric signal is transmitted by the retinal ganglion cells (RGC) via a hard-wired pathways to the second-order neuron in the dorsal lateral geniculate nucleus (LGN) and the third-order neuron located in the primary visual cortex. Autoimmune disease can affect any of these structures at each station of the visual pathway, giving rise to distinct symptoms and signs. CRA, central retinal artery; CRV, central retinal vein; RPE, retinal pigment epithelium.

The optic nerve and the eye are developmentally part of the central nervous system (CNS) and hence share many targets for autoimmune attack with the rest of the CNS. Indeed, the optic nerve should be considered a white-matter tract with more in common with the spinal cord than with the other cranial nerves. At the same time, the seductive beauty of this fine anatomic network depends on visual information processing involving receptors, ion channels, and second-messenger cascades ([@bb0840]); the receptors and voltage-gated channels with their extracellular domains are also potential targets for autoimmunity.

Guiliano Toraldo di Francia was the first to recognize that the spatial resolution of stimuli reaching the retina is better than the dimensions of the photoreceptors in the retina should permit, based on the Rayleigh criterion ([@bb0955]) ([Table 20.1](#t0005){ref-type="table"}). Thus, even the function of visual acuity, a basic measurement in clinical practice, is dependent upon postreceptor processing. All forms of hyperacuity (such as Vernier acuity) rely on visual cortical function. The full anatomic extent of higher visual cortical areas in humans continues to be unraveled with the aid of co-registered functional (functional magnetic resonance imaging (MRI), magnetoelectroencephalography, positron emission tomography) and structural imaging (MRI) studies.

General considerations for autoimmune mechanisms for visual loss {#s0015}
================================================================

Autoimmune-mediated loss of vision refers to impairment or disruption of the neuronal network. In health, the eye and brain are protected from the systemic inflammatory response of the immune system. In autoimmune visual loss, the following protective mechanisms and structures may be impaired (see sections Blood brain barrier and Blood retina barrier).

The brain and the eye have in common immune privilege, which describes the relationship that some organs of the human body have with the immune system. It is thought that this immune privilege is necessary to protect the fine-tuned functions of the neuronal network. It is not yet fully understood how immune privilege has developed and is maintained, but the presence of anatomic barriers protecting the immune-privileged organ has long been recognized and molecular mechanisms such as induction of apoptosis of invading inflammatory cells have been discovered ([@bb0220]).

The blood--brain barrier (BBB) is a structural component of the homoeostatic mechanisms that prevent substances from the blood stream entering the extracellular fluid (ECF) of the CNS ([Fig. 20.3](#f0015){ref-type="fig"}A). In addition to the BBB there is also the blood--cerebrospinal fluid (CSF) barrier (BCB), which is a filter that permits substances to diffuse from the blood into the CSF according to molecular size. It is important to distinguish between the BBB and BCB, but this is not rigorously applied in the literature ([@bb0655]).Fig. 20.3A simplified diagram of the tight blood--brain barrier (BBB) which separates the blood from the extracellular fluid (ECF) of the brain parenchyma. The very tight cell membrane prevents proteins from the cytosol diffusing into the ECF. The less tight blood--cerebrospinal fluid (CSF) barrier allows substances to diffuse from the blood into the CSF.(Reprinted from [@bb0655] with permission from Maney Publishing).

Integrity of the BBB/BCB function is assessed by quantification of CSF and serum albumin. Because albumin is not produced intrathecally, all CSF albumin must be derived from the blood by diffusion through the meninges. An intact BBB/BCB will only allow a small amount of albumin to diffuse into the CSF. The normal quotient of CSF to serum albumin calculates to 0.0018--0.0074 (95% confidence limits), i.e. ratios of approximately 1:500 -- 1:150 (see Chapter 3). ([@bb0835]). A breakdown of the BCB leads to leakage of serum albumin locally into the CSF, and therefore an increase of the quotient indicates a loss of integrity of the BBB ([@bb0835]). The wide range of the quotient reported in the literature highlights that each laboratory will need to establish its own normal range, which needs to be rigorously quality-controlled over time.

Similar to the BBB, the blood--retina barrier (BRB) is one of the mechanisms subserving retinal homoeostasis ([@bb0150]). The inner BRB regulates the fluid shifts and molecular exchange between the retina capillary blood and the extracellular fluid of the retina. On a cellular level the inner BRB consists of tight junctions between the endothelium and Müller cells at the level of the inner limiting membrane. Likewise, the outer BRB consists of tight junctions between the retinal pigment epithelium (RPE) cells abutting the outer aspect of Bruch membrane. It is generally accepted that maintenance of visual function critically depends on an intact metabolic relationship between the RPE and the photoreceptors. Fluorescein angiography is the gold standard to assess the BRB integrity and fluorescein leakage indicates a loss of integrity. In addition, there is now a role for retinal optical coherence tomography (OCT) as a noninvasive technique to demonstrate fluid accumulation in the retina likely related to BRB breakdown ([@bb0280], [@bb0100]).

The complement system bears a crucial role in the autoimmune response ([@bb0565]). Antibodies bound to epitopes on antigens constitute an immune complex. If the isotypes of the antibodies are complement activating, complement is bound to the immune complex ([@bb0360]). Complement activation can stimulate phagocytosis or directly destroy a cell. For example, in systemic lupus erythematosus (SLE), complement activation is involved in autoantibody-initiated tissue damage ([@bb0135]). Through a similar mechanism, aquaporin-4 (AQP4) autoantibodies in neuromyelitis optica (NMO) result in complement-mediated damage to astrocytes in the CNS and are associated with loss of glial fibrillary acidic protein staining on immunohistochemistry ([@bb0070], [@bb0040], [@bb0775]). An increase in CSF glial fibrillary acidic protein levels, the major specific protein antigen of the astrocyte, is consistently found in acute attacks of NMO ([@bb0665]). This observation led to the term "autoimmune astrocytopathy" ([@bb0510]). The alternative term "autoimmune channelopathies" has been suggested ([@bb0705]), but this applies to other disorders as well.

Autoimmune channelopathies {#s0020}
--------------------------

The spectrum of neurologic channelopathies is large, but none has yet been associated with visual loss ([@bb0905], [@bb0470]). This is surprising, because many immune targets for autoimmune channelopathies are highly expressed in the optic nerve, retina, and visual networks.

Paroxysmal episodes of visual loss observed clinically are not all understood. For example, some cases of nonembolic transient monocular blindness could be due to a channelopathy ([@bb0690], [@bb0695]), as might paroxysmal symptoms in multiple sclerosis (MS), including deterioration in vision with rise in body temperature (Uhthoff phenomenon) ([@bb0700]). The potassium channel Kir4.1 (also known as Kcnj10), which resides in the astrocytes, is one of the most recent candidates for a possible autoimmune channelopathy affecting the visual system in MS ([@bb0825]). This potassium channel is highly expressed in optic nerve and the Müller cells of the retina. However, it has not yet been possible to replicate the findings of antibodies to Kir4.1 in MS ([@bb0090]). For this and for most of the other antibodies described below, the gold standard has become detection of antibodies binding to the protein in its natural environment on the surface of human cells. This issue is discussed in detail in Chapter 9.

In health the immune system will not come into contact with many of the intracellular neuronal components due to the immune-privileged nature of the mother organ. However, any pathologic process causing a release of components from neurons within the visual system could give rise to an immune reaction to these self antigens. Each new pathologic event or relapse increases the likelihood of such a reactive or secondary autoimmune reaction. On the other hand, it is difficult to know whether such antibodies are epiphenomena or of direct pathogenic relevance ([@bb0660]).

Diagnosis and differential diagnosis of autoimmune visual loss {#s0025}
==============================================================

The diagnostic workup is guided by the patient history and clinical assessment ([Fig. 20.4](#f0020){ref-type="fig"} ). [Table 20.2](#t0010){ref-type="table"} lists warning signs which should trigger escalation of the diagnostic procedures. Because the differential spectrum is dominated by MS-associated optic neuritis (MSON), these red flags should alert the clinician to potential alternative diagnoses. Red flags refer either to symptoms and signs at presentation or the disease course. Therefore patients will need to be followed up at least once.Fig. 20.4Diagnostic workup for patients presenting with autoimmune visual loss. The clinical decision on whether or not a patient requires further investigations depends on key points from the history and clinical examination. The approximate costs in US dollars (\$) related to escalation of investigations are given for general guidance only, as fees vary substantially between institutions. The clinical decision tree emphasizes pertinent questions, pointing horizontally for "yes" (closed lines) and vertically for "no" answers (dotted lines). CNS, central nervous system; OCT, optical coherence toography; MRI, magnetic resonance imaging; MMO, microcystic macular edema; INL, inner nuclear layer; AQP4, aquaporin-4; MS, multiple sclerosis; ON, optic neuritis; VEP, visual evoked potential; ERG, electroretinography.(Modified from [@bb0700].)Table 20.2Red flags suggestive of autoimmune visual loss requiring specialized diagnostic workup**Atypical clinical presentation**Bilateral visual lossPain or loss of vision presenting for more than 2 weeksPainless loss of visionRetinal abnormalitiesUnexplained optic atrophySevere loss of vision without early recovery**Risk factors**Any suspicion of cancerFamily history or past medical history of autoimmune diseaseNon-Caucasian ethnic background and severe loss of visionVisual loss following travel abroad, infection, or vaccination**Atypical course**Progressive loss of visionAbsence of recovery for more than 3 monthsWorsening of visual function after reducing immunosuppressionRapid sequential bilateral visual loss

Multiple sclerosis-associated optic neuritis {#s0030}
--------------------------------------------

Optic neuritis is a common presenting symptom in patients with MS ([@bb0700]). The prevalence of MS varies considerably on our planet ([Fig. 20.5](#f0025){ref-type="fig"} ). To distinguish optic neuritis in MS from other forms of optic neuritis, we use the abbreviation MSON ([@bb0700]). Historically, there are a number of reports of optic neuritis predating the seminal papers on MS from [@bb0130], with Auguste D'Este being the most frequently cited case ([@bb0235]). The typical clinical presentation is that of periorbital pain, which occurs only or is exacerbated by eye movement and precedes visual loss. Positive visual symptoms may be present at onset; negative visual symptoms reach their nadir within about 2 weeks and have recovered substantially by about 3 months. Residual symptoms include dyschromatopsia, impaired contrast sensitivity, Uhthoff phenomenon, Pulfrich phenomenon, visual fading, and glare disability ([Table 20.3](#t0015){ref-type="table"} ) ([@bb0700]).Fig. 20.5Global prevalence of multiple sclerosis (MS) per country in 2013.(Reproduced from [www.atlasofms.org](http://www.atlasofms.org){#ir0005}, with permission.)Table 20.3Definition of terms used for visual symptoms typically observed following unilateral optic neuritisTermDefinitionContrast sensitivityA measure of visual function relevant for a patient\'s visual quality of life because contrast sensitivity might be reduced whilst high-contrast (Snellen) visual acuity is normal. Contrast sensitivity is defined as the ability to discern between luminance of different levels in a static image. The optimal level of contrast sensitivity is reached within about 20 years of age and declines with age and disease and is strongly influenced by refraction at higher spatial frequencies (smaller spatial elements). Therefore reliable clinical assessment of contrast sensitivity requires best-corrected visual acuity to be usedDyschromatopsiaAssessment of color vision provides an even finer measure of visual function than contrast sensitivity. Color is defined by hue, saturation, and brightness, each of which can be quantified. Following optic neuritis there is an acquired deficit with color perception with patient frequently reporting that colors appear to be more "washed out" in the affected eye, which is due to a loss of saturationGlareDefined as the difficulty seeing in presence of bright light. Most subjects experience glare disability with, for example, bright head lights in the back mirror of a car at night. Following optic neuritis patients also describe glare disability and discomfort (photosensitivity) with daylight or artificial lightPulfrich phenomenonDefined by Carl Pulfrich as a stereo-effect ([@bb0670]). Patients have difficulties judging movement in depth. This can readily be corrected by having tinted spectacle with the darker-shaded glass in front of the better eyeUhthoff phenomenonTransient worsening of function, such as vision, with change of body temperature. This may be reported by patients following a warm shower/bath, sport, stress, hot meals, or with higher environmental temperatures. Function restores with normalization of body temperatureVisual fadingA physiologic phenomenon, Troxler effect, occurring with prolonged visual fixation leading to fading or disappearance of small objects in the visual field. This phenomenon is enhanced following optic neuritis. At time of writing an increasing proportion of patients report problems with digital screens of computers, smartphones, tablets. For example, prolonged visual fixation of Excel sheets may lead to disappearance of lines or smaller print in the central visual field. The phenomenon is transient and looking away and back again will restore visual function. This should be distinguished from fading of vision in bright-light conditions not related to steady fixation (see above)

The clinical differential diagnosis is large and can be guided by analysis for autoantibodies, particularly in the presence of "red flags" indicating an atypical presentation or disease course ([Table 20.2](#t0010){ref-type="table"}). Consistent with findings in MS and experimental models of MS, a number of autoantibodies against myelin proteins have been reported in MSON ([@bb0660]). These are myelin oligodendrocyte glycoprotein (MOG), myelin basic protein, and myelin-associated oligodendrocytic basic protein. There is no evidence to suggest an association between paraneoplastic antibodies and MSON ([@bb0850]). However, a common limitation of these studies is the assumption that optic neuritis was due to MS but the clinical data are missing ([@bb0700]) and, as more data regarding antibodies emerge, particularly antibodies to MOG in relapsing and bilateral simultaneous optic neuritis, the position may change.

Neuromyelitis optica {#s0035}
--------------------

Eugène Devic published in [@bb0180] the clinical course and postmortem examination of a 45-year-old woman who presented with bilateral visual loss 3 weeks after suffering from intestinal problems, sleeplessness, weakness, and headaches. Optic disc swelling was severe and retinal hemorrhages were also present. She died 10 days later and the clinical diagnosis of acute myelitis and bilateral optic neuritis was confirmed pathologically. Historically, there are earlier descriptions of the association of visual loss and spinal cord inflammation (see [@bb0395]), but it was not until the seminal discovery of a diagnostic autoantibody in 2004 that research on autoimmunity and visual loss in NMO made progress ([@bb0485]). This topic is covered more generally in Chapter 21.

Clinically, the differential diagnosis is straightforward for patients presenting with simultaneous optic neuritis and myelitis, but these cases are not always positive for AQP4 antibodies ([@bb0960]). More difficult are those patients presenting with acute unilateral optic neuritis in isolation (NMO-ON) ([@bb0700]). In NMO visual loss tends to be more severe and with poorer outcome compared to MSON ([@bb0685]). This distinction may however also reflect the need for adequate treatment in NMO-ON while in MSON the outcome tends to be favorable even in the absence of treatment.

In NMO-ON visual field abnormalities are less diffuse than in MSON with a worse foveal threshold ([@bb0590], [@bb0555]). About 40% of patients with NMO-ON suffered from total visual loss compared to 5.3% with MSON ([@bb0555]). Altitudinal visual field defects were also observed, anatomically suggesting focal pathology in the dorsal or ventral optic nerve ([@bb0590], [@bb0555]). Optic nerve imaging in NMO-ON demonstrates elongated lesions, posterior in the nerve, with more frequent involvement of the chiasm and contralateral optic nerve compared to MSON ([@bb0440], [@bb0855]).

With the discovery of NMO IgG ([@bb0485]), later described as a specific autoantibody against the water channel AQP4 ([@bb0490]), a highly specific diagnostic test for NMO-ON became available. The current gold standard is the cell-based assay because of its sensitivity ([@bb0925]). Following complement-mediated damage to astrocytes, glial fibrillary acidic protein, a specific astrocyte protein, is released into the extracellular fluid and CSF, providing an additional test that may be helpful in some cases ([@bb0665]). This characteristic astrocytic damage in NMO leads to the pathologically motivated term "autoimmune astrocytopathy" ([@bb0510]).

Only 65--85% of patients who are defined clinically and radiologically as NMO have AQP4 antibodies using currently available techniques. In these patients MOG antibodies are proving to be helpful in defining a non-MS form of NMO spectrum disorder, including cases with optic neuritis ([@bb0455], [@bb0785]). Confusion in the field has stemmed partly from the use of unsuitable secondary antibodies and, with assays specific for IgG antibodies, MS patients are rarely positive ([@bb0930]). MOG antibodies are thus emerging as a new form of autoimmune white-matter disease which is particularly common in severe or relapsing optic neuritis.

Chronic relapsing inflammatory optic neuropathy (CRION) {#s0040}
-------------------------------------------------------

In 2003, 15 patients with CRION were described ([@bb0450]). The diagnostic criteria include dependence on immunosuppression, which makes an autoimmune pathogenesis likely ([@bb0680]). The geographic and therefore ethnic distribution probably differs from MS ([Fig. 20.6](#f0030){ref-type="fig"} ), but data need to be interpreted with caution owing to the lack of population-based epidemiologic studies.Fig. 20.6Chronic relapsing inflammatory optic neuropathy (CRION) cases published per country between 2003 and 2013.(Reprinted from [@bb0680] with permission from Springer Science and Business Media).

### Diagnostic criteria for CRION ([@bb0680]) {#s0045}

•History: optic neuritis and at least one relapse•Clinical: objective evidence for loss of visual function•Laboratory: NMO IgG seronegative•Imaging: contrast enhancement of the acutely inflamed optic nerves.•Treatment: response to immunosuppressive treatment and relapse on withdrawal or dose reduction of immunosuppressive treatment

Typically, patients experience a relapse on cessation of immunosuppression or on reduction of (usually corticosteroid) dosage below a certain critical, but individually variable, level ([@bb0680], [@bb0685]). We recommend testing for AQP4 autoantibodies in all patients with suspected CRION to rule out NMO ([@bb0700]). Likewise, testing for MOG antibodies could be helpful once validated assays become available more widely.

Patients with CRION will require long-term immunosuppression. We also advise hyperacute treatment of acute relapses of optic neuritis, which may occur despite systemic immunosuppression, particularly when the dose is being tapered to establish minimum requirements ([@bb0715]).

Ganglioside antibody optic neuritis {#s0050}
-----------------------------------

In 2013 visual loss was described in a patient with anti-GQ1b and GT1a IgG ([@bb0055]). This patient suffered from transient sensory symptoms following a febrile infection. The optic nerve has the second highest density of ganglioside expression in the CNS and therefore may be susceptible to transient antibody-mediated conduction block, similar to that which occurs in Miller--Fisher syndrome, where it affects the ocular motor nerves.

MOG antibody optic neuritis {#s0055}
---------------------------

The myelin proteins include MOG, which is a transmembrane protein exposed on myelin sheaths in the CNS. MOG is a well-recognized antigen target in human CNS demyelination and an experimental form of optic neuritis induced by active immunization against MOG epitopes ([@bb0940]; Chapter 8).

A review of the spectrum of human diseases associated with MOG autoantibodies reveals a heterogeneous clinical group ([@bb0755]). As discussed above for MSON, a limitation of previous studies on the possible association of MOG autoantibodies and optic neuritis was the need to have more detailed data on relapses, steroid dependence, and bilateral simultaneous/sequential onset ([@bb0700]) in the presence of a reliable assay with high specificity.

Serum MOG IgG antibodies have been demonstrated in patients with relapsing optic neuritis by a number of groups ([@bb0755], [@bb0455], [@bb0535]) and the majority are negative for AQP4 antibodies. These tests used cell-based assays to measure MOG antibodies ([@bb0755], [@bb0455]). The coexistence of MOG autoantibodies and glycine receptor autoantibodies was described in 3/51 patients ([@bb0535]).

The emerging clinical phenotype is that of a relapsing, potentially steroid-dependent, frequently bilateral (simultaneous or sequential) optic neuritis which may be isolated or associated with transverse myelitis. It will be important to test large cohorts of phenotypically well-defined patients with RION and CRION ([@bb0700]) for the presence of MOG autoantibodies. These studies should be performed with the improved cell-based assay, which uses an IgG-specific secondary antibody rather than the commonly used anti-IgG (heavy and light chains), which binds to all classes of IgG, including IgM ([@bb0930]).

[Figure 20.7](#f0035){ref-type="fig"} shows MRI and OCT of one of the authors' patients with MOG antibody relapsing optic neuritis. Serum AQP4 antibodies were not detected. This patient had experienced bilateral, simultaneous optic neuritis as a child and this was associated with a less than three-segment myelopathy. Relapsing, sequential, bilateral optic neuritis developed in adulthood. Loss of vision in the right eye was preceded by severe pain on eye movements (pain visual analogue scale (VAS) 6--8/10). This was followed by pain on eye movements and visual loss in the left eye within 3 weeks. Active inflammation of the optic nerve was documented by MRI elsewhere ([Fig. 20.7](#f0035){ref-type="fig"}A). The patient was referred to our center, where bilateral pale optic discs were noted. During follow-up another episode of acute optic neuritis developed in the right eye. Again this was preceded by pain on eye movements and documented on MRI ([Fig. 20.7](#f0035){ref-type="fig"}B); immunosuppressive treatment was initiated and the situation had stabilized at 18-month follow-up. There was severe bilateral optic atrophy with an average peripapillary retinal nerve fiber layer thickness of 59 μm on the right and 64 μm on the left ([Fig. 20.7](#f0035){ref-type="fig"}C).Fig. 20.7Relapsing, sequential, bilateral optic neuritis in an own case with serum anti-myelin/oligodendrocyte glycoprotein (MOG) IgG autoantibodies. (**A**) The first magnetic resonance imaging (MRI: coronal short-tau inversion recovery with contrast) was taken during an episode of acute left optic neuritis. (**B**) The second MRI was taken a year later during an episode of acute right optic neuritis. Both MRIs show contrast enhancement of the respective optic nerves. There was severe atrophy of the posterior retinal nerve fiber layer on (**C**) the right and (**D**) the left.

Leber hereditary optic neuropathy (LHON) {#s0060}
----------------------------------------

LHON is, as the name implies, a genetic disease ([@bb0760]). Typically, a young male presents with painless loss of vision. A family history with visual loss in male cousins on the maternal side is not uncommon. Interestingly, it has been suggested that not all of the clinical features in LHON can be explained genetically ([@bb0815]). [@bb0815] found tubulin autoantibodies in patients with LHON and these antibodies have been reported in optic neuritis, MS, and a range of other neurologic disorders. However, as tubulin is a ubiquitous intracellular protein, it is possible that the antibodies represent a response to tissue damage in general and are epiphenomenal.

Sarcoidosis {#s0065}
-----------

Sarcoidosis is a disease of unknown etiology for which the question of priority of description has not been resolved ([@bb0795]). Ironically, one of the contenders for the first description, Jonathan Hutchinson (1828--1913), was surgeon to Moorfields Eye Hospital, but did not describe the association with visual loss. The reports on visual loss in sarcoidosis first appeared not long after Schaumann recognized the systemic nature of sarcoidosis ([@bb0495]). The CNS is involved in about 5--26% of cases and optic nerve involvement in about 5%, depending on the patient\'s ethnic background ([@bb0445], [@bb0805]). Typically there is dural-based granulomatous inflammation and, to a lesser degree, parenchymal noncaseating granuloma ([@bb0445]). Loss of vision can be due to uveitis or granuloma in the orbit or visual pathway.

Patients with sarcoidosis-associated optic neuropathy may experience Uhthoff phenomenon, a symptom more usually associated with demyelination ([@bb0345]). Sarcoidosis may also mimic symptoms of cancer-associated retinopathy ([@bb0465]). The gold standard for diagnosis is a tissue biopsy, but this is not always possible in neuro-ophthalmic cases due to the site of involvement.

Patients of African or Afro-Caribbean heritage are at greater risk for sarcoidosis optic neuritis ([@bb0720]). A rare differential diagnosis is Blau syndrome, a hereditary granulomatous disease caused by mutations in the NOD2 gene ([@bb0110]). In Blau syndrome there is early eye involvement, iritis, and uveitis, which are aggressive and with a risk of blindness if not treated appropriately. This condition is interesting because it carries features of both an inflammatory and an autoimmune condition ([@bb0110]).

A paradoxic observation, supporting the possibility of an autoimmune etiology in sarcoidosis, is the rare coexistence with common variable immunodeficiency ([@bb0200]).

Systemic lupus erythematosus {#s0070}
----------------------------

Although the characteristic skin lesions of SLE were already documented by the 12th-century physician Rogerius ([@bb0425]), it was only in 1872 that Moric Kaposi (born Cohen) recognized the systemic nature of the disease ([@bb0415]). SLE has a variable clinical presentation, disease course, and prognosis. CNS involvement may indicate poorer prognosis and may therefore lead to more aggressive treatments ([@bb0050]). MRI can show active SLE lesions in the CNS. Systemic laboratory markers in SLE include anemia, thrombocytopenia, leukopenia, increased serum cretatinine, hyperferritinemia, and a range of positive antibodies to dsDNA, C1q, phospholipid, RNP, Ro/SSA, La/SSB, with reduced serum complement concentrations ([@bb0050], [@bb0085]).

Visual impairment in SLE can be caused by inflammation of the CNS or vascular complications, typically branch retinal artery occlusion ([@bb0080], [@bb0095]), but it remains debatable whether SLE can cause autoimmune optic neuritis. Eleven cases have been reported in the literature ([@bb0140], [@bb0175], [@bb0205], [@bb0245]); mild optic disc swelling was reported in 9/11 (82%). All patients were treated with corticosteroids and visual recovery was moderate to complete ([@bb0245]). Focal vascular occlusive events involving the ciliary vasculature were suggested as an alternative differential diagnosis ([@bb0245]). Optic chiasmitis associated with SLE has also been reported ([@bb0250]). However, all but one of these studies ([@bb0245]) predated the discovery of AQP4 autoantibodies, and the 2 patients from Frigui et al. did not appear to have been tested. This is important because there is an overlap between SLE and NMO, estimated to be 2--5% ([@bb0710], [@bb0400]). Patients with SLE and optic neuritis or transverse myelitis should be tested for AQP4 autoantibodies ([@bb0700]). It is possible that nonvascular-based damage to the optic nerves in SLE may be caused by such an overlap of autoimmunity.

Antiphospholipid autoantibodies are associated with an increased risk for ischemic stroke, which may require treatment with anticoagulation ([@bb0085]). One study, describing transient monocular blindness in SLE with antiphospholipid autoantibodies ([@bb0190]), showed frequent attacks in 9/10 (90%) patients, with 6/10 experiencing more than 10 attacks, typically lasting between 1 and 10 minutes, but in one patient lasting 3 hours. The pattern of visual field defects was heterogeneous, perceived as black, blurring, gray, or spotted ([@bb0190]), as is common in nonembolic transient monocular blindness ([@bb0695]). The differential diagnosis of transient monocular blindness in SLE includes secondary retinal vasospasm (Table 2 in [@bb0690]) and emboli ([@bb0285]). SLE can also present as pseudotumor cerebri, which can affect visual function as a result of the attendant papilledema ([@bb0165]). The association of SLE with a retinopathy has also been described ([@bb0460]).

Vasculitis {#s0075}
----------

There is no consensus classification for vasculitic disorders. Some authors separate vasculitis related to infection ([Table 20.4](#t0020){ref-type="table"} ) from noninfectious primary and secondary vasculitis ([Table 20.5](#t0025){ref-type="table"} ). The latter group is dominated by rheumatic disease and the former embraces a large number of conditions. In all cases autoimmunity contributes at least partly to the pathologic process and many conditions respond well to corticosteroids.Table 20.4Visual loss occurring in autoimmune or reactive vasculitis following infection, vaccination, or mediationConditionReferencesCytomegalovirus[@bb0640]Dengue fever[@bb0970]Human immunodeficiency virus[@bb0845]Henoch--Schönlein purpura[@bb0945]Human herpesvirus-6[@bb0605]Hypertrophic pachymeningitis[@bb0475]Immunoglobulin G subclass deficiency[@bb0340]Influenza vaccination[@bb0060]Lyme disease[@bb0410]Neurotoxocarosis[@bb0230]Ocular cat-scratch disease[@bb0260]Syphilis[@bb0325]Toxoplasmosis[@bb0750]Varicella-zoster virus[@bb0950]Vigabatrin[@bb0185]West Nile virus infection[@bb0125]Hepatitis B and C infection[@bb0005]Table 20.5Visual loss from primary or secondary vasculitisConditionReferencesAntineutrophil cytoplasmic antibody (ANCA)-associated small-vessel vasculitis[@bb0195]Allergic granulomatous angiitis[@bb0160]Ankylosing spondylitis[@bb0645]Behçet disease[@bb0630]Churg--Strauss disease[@bb0335]Cogan syndrome[@bb0015]Giant cell arteritis[@bb0065]Granulomatosis with polyangiitis[@bb0350]Kawasaki disease[@bb0615]Microscopic polyangiitis[@bb0920]Polyarteritis nodosa[@bb0375]Primary antiphospholipid syndrome[@bb0865]Rheumatic disease[@bb0145]Systemic lupus erythematosus[@bb0010]Susac syndrome[@bb0315]Sjögren syndrome[@bb0300]Systemic sclerosis[@bb0580]Takayasu arteritis[@bb0600]Ulcerative colitis[@bb0225]

Vasculitis can cause localized ischemia in any part of the visual system. In the retina small-vessel vasculitis causing branch retinal artery occlusion presents acutely as a localized ischemic area and at later stages as more atrophy of a sector. Central retinal artery occlusion causes ischemia of the whole retina, except for some sparing in the presence of a ciliary artery. Generally, ischemic tissue damage is more extensive with large-vessel vasculitis.

Vaccination {#s0080}
-----------

There is a large body of literature discussing the possible relationship between vaccination and autoimmune disease ([@bb0860]). In case of optic neuritis there is good evidence for at least a temporal relationship between vaccination and subsequent visual loss, mostly following influenza but also many other vaccinations. In children postvaccination optic neuritis may be a feature of acute demyelinating encephalomyelitis and recovery of vision is typically good ([@bb0255]).

Infectious and postinfectious {#s0085}
-----------------------------

There are numerous reports of optic neuritis following almost any type of infection ([Table 20.6](#t0030){ref-type="table"} ). It has been more challenging to establish a causal link. Any interpretation of these data will need to take the epidemiology of the related pathogen into account, with herpesviruses having a particular high prevalence. In these patients, retrobulbar optic neuritis, papillitis, neuroretinitis, and vasculitis may coexist or occur in isolation ([@bb0910]). Accepting a likely reporting bias of first presentations, it seems that most cases are that of an isolated unilateral or bilateral optic neuritis. There is no solid evidence as to the cause in these cases, but as in postinfectious vasculitis, early treatment with corticosteroids might improve outcome, although that was not the situation in one of the authors' cases with bilateral optic neuritis which followed a generalized infection of unknown etiology and poor outcome ([Fig. 20.8](#f0040){ref-type="fig"} ; perception of light only both eyes), despite acute treatment with high-dose corticosteroids and a prolonged oral taper.Table 20.6Postinfectious optic neuritis following a presumed, limited autoimmune reactionConditionReferences*Bartonella*[@bb0875]*Brucella*[@bb0770]Cytomegalovirus[@bb0530]Chikungunya fever[@bb0525]Coronavirus[@bb0170]*Coxiella burnetii*[@bb0620]Dengue[@bb0735]Epstein--Barr virus[@bb0650]Echovirus[@bb0380]Ehrlichiosis[@bb0480]Human immunodeficiency virus[@bb0870]Hepatitis[@bb0975]Herpes simplex[@bb0240]*Histoplasma*[@bb0965]Inoue--Melnick virus[@bb0385]Leprosy[@bb0725]Lyme[@bb0800]Measles[@bb0820]Mumps[@bb0290]*Mycoplasma pneumoniae*[@bb0780]Rubella[@bb0105]*Streptococcus*[@bb0420]Syphilis[@bb0720]Tick-borne encephalitis virus[@bb0830]*Toxoplasma*[@bb0575]Tuberculosis[@bb0515]Typhus[@bb0435]Varicella-zoster virus[@bb0155]West Nile virus[@bb0265]Whipple disease[@bb0915]Fig. 20.8Post infectious bilateral simultaneous optic neuritis in a patient. (**A**) In the acute phase there is bilateral papilledema, which is worse on the left, where splinter hemorrhages are present. (**B**) Bilateral optic atrophy ensued within 3 months. (**C**) In the acute phase, the three-dimensional confocal scanning laser ophthalmoscope/optical coherence tomography (OCT) image shows swelling of the axons as they exit the optic disc up to the retinal nerve fiber layer, where retinal folds are clearly visible. (**D**) Optic disc swelling is worse on the left with additional subretinal fluid. (**E**) At 3-month follow-up, the peripapillary OCT ring scan confirms almost complete loss of the posterior retinal nerve fiber layer on the right and (**F**) on the left consistent with the fundus photographs. The inner nuclear layer and outer retinal layers remain preserved.

Vogt--Koyanagi--Harada syndrome {#s0090}
-------------------------------

Vogt--Koyanagi--Harada syndrome is an autoimmune disease which affects multiple systems ([@bb0635]). Pathology of the eye most frequently involves uveitis. Optic neuritis in Vogt--Koyanagi--Harada syndrome is very rare. Other organs involved are the inner ear (tinnitus, hearing loss), the skin (patchy depigmentation, vitiligo), the hair (patchy loss), and the meninges. Headaches and photophobia are frequent presenting symptoms ([@bb0745]). Autoantibodies have been found against Müller cells and the outer segments of the photoreceptors and against a range of tissue antigens (reviewed by [@bb0075]). Most consistent have been data on autoantibodies directed at melanocytes. Immunosuppressive treatment may be required ([@bb0310]).

OCT helps to distinguish serous retinal detachment type and optic disc swelling type in Vogt--Koyanagi--Harada disease. In addition, enhanced depth imaging OCT is a useful tool to assess thickening of the choroid, a frequent finding in Vogt--Koyanagi--Harada syndrome ([Fig. 20.9](#f0045){ref-type="fig"} ) ([@bb0595]). Following treatment there is thinning of the choroid ([@bb0595]).Fig. 20.9Thickening of the choroid in a patient with Vogt--Koyanagi--Harada syndrome using enhanced depth imaging optical coherence tomography. The thickness of the choroid exceeds 400 μm in the perimacular rim.

Inflammatory bowel disease {#s0095}
--------------------------

Extraintestinal manifestations of inflammatory bowel disease include optic neuritis. Most reports are from patients suffering from Crohn disease ([@bb0320], [@bb0215]). Very occasionally a diagnosis of optic perineuritis is made ([@bb0550], [@bb0895]). Optic neuritis may be a complication of inflammatory bowel disease treatment, with several cases reported in association with treatment with tumor necrosis factor inhibitors ([@bb0120], [@bb0890]), and may require discontinuation of treatment and/or change to a different immunosuppressive drug ([@bb0210]).

Most patients improve with corticosteroid treatment ([@bb0885], [@bb0330], [@bb0215], [@bb0625], [@bb0025]). [Figure 20.10](#f0050){ref-type="fig"} shows a personal case suffering from Crohn disease who had an episode of painless isolated optic neuritis in her left eye. Notably, she had not been treated with any tumor necrosis factor inhibitors. The visual evoked potentials were prolonged on the left (112 ms) and normal on the right (104 ms). This patient responded to corticosteroids, but was left with a disabling central scotoma due to localized atrophy of the papillomacular bundle in the left eye.Fig. 20.10Painless, isolated left optic neuritis (ION) in a patient with Crohn\'s disease. (**A**) The visual fields (Humphrey 30-2, Swedish interactive thresholding algorithm) shown are generally depressed and show a cecocentral scotoma in the left eye and a small area of visual field loss in the superior temporal quadrant of the right eye, which indicates involvement of the prechiasmal optic nerve and the chiasm. (**B**) The corresponding retinal optical coherence tomography documents segmental atrophy of the papillomacular bundle in the left eye. Note that by convention visual fields are shown as viewed by the patient with the left eye to the left of the figure and the fundus as viewed by the physician with the left eye to the right of the figure.

Autoimmune retinopathies {#s0100}
========================

Nonparaneoplastic autoimmune retinopathies are more common than paraneoplastic retinopathies and will be discussed first ([@bb0075], [@bb0305]). The diagnostic workup of autoimmune retinopathies should include OCT, autofluorescence, and electrodiagnostic testing ([Fig. 20.4](#f0020){ref-type="fig"}). A common finding is a hyperautofluorescent, perimacular ring which is associated with OCT evidence for loss of outer retinal structures such as the inner/outer segment layer. Presence of microcystic changes, particularly of the inner nuclear layer, has also been reported ([@bb0305]).

Nonparaneoplastic autoimmune retinopathy {#s0105}
----------------------------------------

The presence of autoimmune retinopathy in the absence of cancer has been described in 2 patients ([@bb0570]). Both had clinical and electrophysiologic features typical for a cancer-associated retinopathy, but no evidence for cancer after 5 and 7 years of follow-up, respectively. Visual field loss progressed over the years. Both also had a strong family history for autoimmune disease, and the second patient was eventually diagnosed with common variable immunodeficiency. The typical staining of the inner plexiform layer with serum from these 2 patients is shown in [Figure 20.11](#f0055){ref-type="fig"} (A, B), with absence of inner plexiform layer staining with control serum ([Fig. 20.11](#f0055){ref-type="fig"}C). Clinically these patients presented with more asymmetric clinical features, but both had electrophysiologic evidence of bilateral pathology and in one the second eye became symptomatic during follow-up. Particularly in the first patient the immunohistochemical evidence for IPL-targeted autoimmunity correlated well with electrophysiologic evidence for bipolar cell dysfunction (see reduced b-waves in [Fig. 20.12](#f0060){ref-type="fig"} ).Fig. 20.11Light microscopic photographs of retinal immunocytochemistry performed using serum from patient 1 (**A**), patient 2 (**B**), and a normal control subject (**C**). Tissue was stained with immunoperoxidase followed by counterstaining with methyl green. The inner retina is at the top of each photograph; the photoreceptor layer (PR) is at the bottom. Both patients' sera specifically label the inner plexiform layer (IPL, arrows).(Reproduced with permission from [@bb0570].)Fig. 20.12Patient 1. Electroretinograms of the right eye (**A**) and left eye (**B**) recorded on June 11, 1993, showing decreased amplitude of dark-adapted (24-dB attenuated) rod response (top tracing, **A** and **B**) of the left eye compared with the right eye, and decreased b-wave (second tracing from the top, **A** and **B**) in the left eye compared with the right eye. Repeat electroretinograms of the right eye (**C**) and left eye (**D**) recorded on July 25, 1995 show further loss of amplitude on dark-adapted rod response (left eye, top tracing, **D**), further loss of b waves (both eyes, second tracing from top, **C** and **D**), and marked loss of oscillatory potentials (both eyes, third tracing from top, **C** and **D**). The waveforms shown represent (from top to bottom for each date) dark-adapted rod response (24-dB attenuation), maximal combined response (0-dB attenuation), oscillatory potentials (0-dB attenuation), single-flash light-adapted cone response (0-dB attenuation), and 30-Hz flicker responses.(Reproduced with permission from [@bb0570].)

The combination of progressive visual loss, scotomata, visual field deficits, electrophysiologic abnormalities, and the circulating retinal antibodies in these cases strongly supports the diagnosis of an autoimmune retinopathy ([@bb0075], [@bb0305]). There is a need to develope and validate a standardized test for these autoantibodies because of poor interlaboratory agreement ([@bb0075], [@bb0305]) and very low availability around the world. In various centers "autoimmune" forms of retinitis autoantibodies have been reported with antibodies against α-enolase, Müller cell-specific antigen, TULP1, arrestin, carbonic anhydrase, heat shock protein-70, neurofilament protein, photoreceptor cell-specific nuclear receptor, recoverin, transducin-β and transient receptor potential cation channel, subfamily M, member 1 ([@bb0075], [@bb0305]). There are no accepted standards for their detection, and the antibodies are in most cases not disease-specific.

Treatment of nonparaneoplastic autoimmune retinopathies remains essentially empirical. Corticosteroids, intravenous immunoglobulin, plasmapheresis, mycophenolate mofetil, azathioprine, cyclosporine, and rituximab have all been tried, with varying success ([@bb0075], [@bb0305]). A difficulty for future trials will be the small number of patients and the disease course which can stabilize over time.

Paraneoplastic autoimmune retinopathy {#s0110}
-------------------------------------

Patterns of visual field loss are variable but central or paracentral scotoma and peripheral constriction are common ([@bb0675]). Progressive visual field loss combined with photopsia and nyctalopia is suggestive of melanoma-associated retinopathy and cancer-associated retinopathy ([@bb0740]). Cancer-associated retinopathy is more common than melanoma-associated retinopathy ([@bb0305]) and paraneoplastic-triggered autoimmune visual loss can be associated with antibodies to all the major paraneoplastic antigens, including Hu, Yo, Ma2, Ri, Tr, CRMP5 (CV2), and voltage-gated calcium channels associated with the relevant tumors ([@bb0035], [@bb0075]). Electrodiagnostic testing will be helpful ([Fig. 20.4](#f0020){ref-type="fig"}). There are no data from trials and treatment is targeted at the primary tumor, but plasma exchange may also be considered in some cases ([@bb0500]).

### Cancer-associated retinopathy {#s0115}

[@bb0790] first described cancer-associated retinopathy in 3 patients with bronchial carcinoma. Cancer-associated retinopathy has subsequently also been found with malignancies of the breast, cervix, endometrium, ovaries, prostate, bladder, thymus, thyroid, pancreas, colon, and hematologic malignancies ([@bb0740]). Central or paracentral scotoma is noted in 50--61% of cases, and there is rapid progression of visual field loss which is typically painless ([@bb0610]). Bilateral visual loss is the most common presentation, followed by unilateral and asymmetric visual field loss ([@bb0115]).

As in the nonparaneoplastic neurologic diseases, it is unlikely that the paraneoplastic antibodies cause the visual symptoms. Complement-mediated autoimmunity is a possible mechanism in most patients, as visual field loss is typically persistent and autoantibodies bind to retinal ganglion cells, with antibodies against recoverin and enolase probably being most established ([@bb0075]). However there are possibly other subgroups with more dominant outer retinal pathology. Cone dysfunction leads to photosensitivity, reduced color vision, and central scotomata. Rod dysfunction causes nyctalopia, prolonged dark adaptation, and peripheral and/or ring scotomata ([@bb0295], [@bb0900]).

### Melanoma-associated retinopathy syndrome {#s0120}

[@bb0765] were the first to describe the association between night blindness (nyctalopia) and photopsia in a 30-year-old man with melanoma. The authors hypothesized that toxic properties of the chosen chemotherapy (vincristine) were the cause ([@bb0765]). Generally, Gass is credited with recognizing the melanoma-associated retinopathy syndrome ([@bb0270], [@bb0045]). The typical clinical presentation is with night blindness, frequently associated with photopsia, which can have a shimmering border ([@bb0075]). In contrast to cancer-associated retinopathy, there is no, or only very slow, progression. This makes the differential diagnosis to other retinal disorders such as acute zonal occult outer retinopathy (AZOOR) more challenging. There are, however, less likely to be discrete scotomata in melanoma-associated retinopathy as are found in AZOOR. Perimetry can be unreliable in melanoma-associated retinopathy because the constant photopsia occur throughout the visual field and mimic the target in automated perimetry. In AZOOR the photopsias tend to be restricted to the scotomata.

The autoantibodies found in melanoma-associated retinopathy stain for the bipolar layer of the retina ([@bb0935], [@bb0430]). Because nyctalopia is such a frequent clinical finding in melanoma-associated retinopathy, it would not be surprising if some of the autoantibodies found in melanoma-associated retinopathy would specifically target bipolar cells which are specific to rod function ([Fig. 20.1](#f0005){ref-type="fig"}, third row). However, at the time of writing there are no validated diagnostic antibodies ([@bb0075]). Suggested candidate autoantibodies target two isoforms of the fructose biphosphate aldolase (aldoalse A and C) ([@bb0505]). Historically, the association of glycolytic enzymes with autoimmunity of the CNS is not uncommon and the jury is still out as to whether or not they are pathologically relevant or epiphenomenal ([@bb0660]).

### Bilateral diffuse uveal melanocytic proliferation {#s0125}

[@bb0520] first described paraneoplastic melanocytic proliferation. Patients suffer from rapid progressive visual loss. Melanocytic proliferation causes destruction of the uveal tissue, retina, and RPE. Fundoscopy demonstrates pigmented and pale melanocytic tumors. OCT shows subretinal fluid, hyperreflective spots, and an irregular thickened RPE. At the level of the RPE, en face OCT shows dark spots which correspond to hyperfluorescence spots on the blue-light autofluorescence ([@bb0390]). The visual symptoms can precede discovery of the primary tumor. [@bb0560] suggested the presence of an antibody that induced melanocyte proliferation. This syndrome, now also called bilateral diffuse uveal melanocytic proliferation, responds to plasma exchange ([@bb0560], [@bb0390]), but the cause is unknown.

Acute zonal occult outer retinopathy {#s0130}
------------------------------------

An important differential diagnosis, particular for nonparaneoplastic autoimmune retinopathies, is AZOOR ([@bb0305], [@bb0585]). The typical clinical presentation of AZOOR is that of a uniocular circumscribed visual field defect with positive symptoms predominantly at the outer border of the defect ([@bb0275]). The border region appears brighter on blue autofluorescence. Electrodiagnostic tests and OCT support the diagnosis and confirm outer retinal (photoreceptor) dysfunction. A considerable proportion of patients with AZOOR have concomitant autoimmune disease ([@bb0275], [@bb0355]). There is ongoing research to identify candidate retinal autoantibodies for future clinical and laboratory validation studies. There is no evidence base for treatment, although corticosteroids are sometimes prescribed in the acute phase. Some localized forms of retinitis are named according to the part of the retina affected -- if peripapillary, then the "idiopathic big blind spot syndrome," and if paramacular, "macular neuroretinitis." How these conditions relate to AZOOR is uncertain, but OCT confirms similar location of the pathology. Idiopathic big blind spot syndrome tends to be uniocular and macular neuroretinitis tends to be binocular. Positive symptoms localized to the scotomata are characteristic of this group of conditions.

Conclusion {#s0135}
==========

This chapter reviewed the diagnosis of autoimmune-related visual loss on a broader basis than usually covered in clinical reviews. This was designed to highlight the importance of considering autoimmune visual loss as a consequence of any systemic disease. However, the evidence for a primary autoimmune target in the visual system is missing in many conditions, and the differential diagnoses mostly include occlusive vascular pathology, autoimmunity epiphenomena following tissue damage, autoinflammation related to hereditary disease or cancer, and nonspecific systemic inflammation in response to a whole range of infectious diseases and vaccinations.

There are notable examples of specific autoimmunity targeted to the nonmyelinated and myelinated parts of the visual system, and in one disease (NMO) to astrocytes. Nonmyelinated axons and their neuronal cell bodies in the retina succumb to autoimmune disease just as their proximal myelinated partners, but the autoantibodies are distinct, although few are available as validated tests, and not all will be markers for an immunotherapy response disease.
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